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^ (54) Title: COLON AND COLON CANCER ASSOCIATED POLYNUCLEOTIDES AND POLYPEPTIDES " " 

(57) Abstract: This invention relates to newly identified colon or colon cancer related polynucleotides and the polypeptides encoded 
^ by these polynucleotides herein collectively known as "colon cancer antigens", and the use of such colon cancer antigens for targeting 
^ specific cell types and/or diagnosing, detecting, preventing and treating disorders of the colon, particularly the presence of colon 
^ cancer and colon cancer metastases. This invention relates to colon cancer antigens as well as vectors, host cells, antibodies directed 
0 to colon cancer antigens and the recombinant or synthetic methods for producing the same. Also provided are diagnostic methods for 

diagnosing and treating, preventing and/or prognosing disorders related to the colon, including colon cancer, and therapeutic methods 
Q for treating such disorders. The invention further relates to screening methods for identifying agonists and antagonists of colon cancer 
^ antigens of the invention. The present invention further relates to inhibiting the production and function of the polypeptides of the 
)^ present invention. 
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What Is Claimed Is: 

1 An isolated nucleic acid molecule comprising a polynucleotide having 
a nucleotide sequence at least 95% identical to a sequence selected from the group 
consisting of: 

(a) a polynucleotide fragment of SEQ ID NO:X which is hybridizable to SEQ 
ID NO:X; 

(b) a polynucleotide encoding a polypeptide fragment of SEQ ID NO:Y 
which is hybridizable to SEQ ID NO:X; 

(c) a polynucleotide encoding a polypeptide domain of SEQ ID NO: Y which 
is hybridizable to SEQ ID NO:X; 

(d) a polynucleotide encoding a polypeptide epitope of SEQ ID NO:Y which 
is hybridizable to SEQ ID NO:X; 

(e) a polynucleotide encoding a polypeptide of SEQ ID NO:Y which is 
hybridizable to SEQ ID NO:X, having biological activity; 

(f) a polynucleotide which is a variant of SEQ ID NO:X; 

( g ) a polynucleotide which is an allelic variant of SEQ ID NO:X; 

(h) a polynucleotide which encodes a species homologue of the SEQ ID 

NO:Y; 

(i) a polynucleotide capable of hybridizing under stringent conditions to any 
one of the polynucleotides specified in (a)-(h), wherein said polynucleotide does not 
hybridize under stringent conditions to a nucleic acid molecule having a nucleotide 
sequence of only A residues or of only T residues. 

2. The isolated nucleic acid molecule of claim 1, wherein the 
polynucleotide fragment comprises a nucleotide sequence encoding a protein. 

3. The isolated nucleic acid molecule of claim 1, wherein the 
polynucleotide fragment comprises a nucleotide sequence encoding the sequence 
identified as SEQ ID NO: Y, which is hybridizable to SEQ ID NO:X. 
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4. The isolated nucleic acid molecule of claim 1, wherein the 
polynucleotide fragment comprises the entire nucleotide sequence of SEQ ID NO:X 
which is hybridizable to SEQ ID NO:X. 

5. The isolated nucleic acid molecule of claim 2, wherein the nucleotide 
sequence comprises sequential nucleotide deletions from either the C-terminus or the 
N-terminus. 

6. The isolated nucleic acid molecule of claim 3, wherein the nucleotide 
sequence comprises sequential nucleotide deletions from either the C-terminus or the 
N-terminus. 

7. A recombinant vector comprising the isolated nucleic acid molecule of 
claim 1. 

A method of making a recombinant host cell comprising the isolated 
molecule of claim 1 . 

A recombinant host cell produced by the method of claim 8. 

1 0. The recombinant host cell of claim 9 comprising vector sequences. 

11. An isolated polypeptide comprising an amino acid sequence at least 
95% identical to a sequence selected from the group consisting of: 

(a) a polypeptide fragment of SEQ ID NO:Y; 

(b) a polypeptide fragment of SEQ ID NO: Y, having biological activity; 

(c) a polypeptide domain of SEQ ID NO: Y; 

(d) a polypeptide epitope of SEQ ID NO:Y; 

(e) a full length protein of SEQ ID NO:Y; 
(0 a variant of SEQ ID NO: Y; 

(g) an allelic variant of SEQ ID NO: Y; or 

(h) a species homologue of the SEQ ID NO: Y. 



8. 

nucleic acid 
9. 
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12. The isolated polypeptide of claim 11, wherein the full length protein 
comprises sequential amino acid deletions from either the C-terminus or the N- 
terminus. 

1 3. An isolated antibody that binds specifically to the isolated polypeptide 
of claim 1 1 . 

14. A recombinant host cell that expresses the isolated polypeptide of 
claim 11. 

15. A method of making an isolated polypeptide comprising: 

(a) culturing the recombinant host cell of claim 14 under conditions such that 
said polypeptide is expressed; and 

(b) recovering said polypeptide. 

16. The polypeptide produced by claim 1 5 . 

17. A method for preventing, treating, or ameliorating a medical condition, 
comprising administering to a mammalian subject a therapeutically effective amount 
of the polypeptide of claim 1 1 or the polynucleotide of claim 1 . 

1 8. A method of diagnosing a pathological condition or a susceptibility to 
a pathological condition in a subject comprising: 

(a) determining the presence or absence of a mutation in the polynucleotide of 

claim 1; and 

(b) diagnosing a pathological condition or a susceptibility to a pathological 
condition based on the presence or absence of said mutation. 



19. A method of diagnosing a pathological condition or a susceptibility to 
a pathological condition in a subject comprising: 
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(a) determining the presence or amount of expression of the polypeptide 
of claim 1 1 in a biological sample; and 

(b) diagnosing a pathological condition or a susceptibility to a pathological 
condition based on the presence or amount of expression of the polypeptide. 

20. A method for identifying a binding partner to the polypeptide of claim 
1 1 comprising: 

(a) contacting the polypeptide of claim 1 1 with a binding partner; and 

(b) determining whether the binding partner effects an activity of the 
polypeptide. 



2 1 . The gene corresponding to the cDNA sequence of SEQ ID NO: Y. 

22. A method of identifying an activity in a biological assay, wherein the 
method comprises: 

(a) expressing SEQ ID NO:X in a cell; 

(b) isolating the supernatant; 

(c) detecting an activity in a biological assay; and 

(d) identifying the protein in the supernatant having the activity. 



The product produced by the method of claim 20. 
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tgggaacagc agagatgaac ggcaaactca tagctgcagg tggctataac agagaggaat 780 
gtcttcgaac agtcgaatgc tataatccac atacagatca ctggtccttc cLgcScca all 
^ CaW aasasccc 9 a tttcaaatgg ctgtactcat gggccagctc tatgtggtag 900 
gtggatcaaa tggccactca gatgacctga gttgtggaga gatgtatgat tcaaaStag 960 
atgactggat tcctgttcca gaattgagaa ctaaccgttg taatgcagga gtgtgtgc^c 1020 
cgaatggaaa gctatacatc gttggtggct ctgatocata tggtcaaaaa LLttllll 10B0 
attgtgatgt acttgatcct gtaacaaagt tgtggacaag ctgtgcccct cttaacattc 1140 
ggagacacca gtctgcagtc tgtgagcttg gtggttattt gtfc!taatc ggaggtgcag 12 00 
aatcttggaa ttgtctgaac acagtagaac gatacaatcc tgaaaa t aa t !ccSg!c« xleo 
tTtttltT r^" 9 ^ 3Cta ^ a ^ ^ctggagt ggctgttctt aatg^aaac " 2 o 
clactl™. 9 , t99rtS9Ct " «»tg«ttctc atgccatcag ttgtgtggaa atg^atgatc 1380 
^ c :« ^ BBa "° at9atS9ffaa ^tatgacttc accaaggagc aatgctggga 1440 
ttgcaactgt agggaacacc atttatgcag tgggaggatt cgatggcaat gaatttctaa 1500 
llttlT 99 * a9tCtataaC "tgagtcaa acgaatggag cccctftaca ls S0 
agttttaaca aatttaagac cctctcaaac taacaggctt agtgangtaa ttJtgattao l«2 
Vagaggtaca ettgtgaata aagagggtgg gtgggtatag atgJtgcta" cagScIc! till 
aagcttttgc atattgcata ctattaaaca tgctgtacat actttttggg ttJaStgga "IS 
aaggaatgca aagatgaagg tctg tttt g t gtacttttaa gactttggT? Ittttacttt Uio 

aS::::*: ^T""* aatt * a "** ^tc aa a aaaaaaaLa aaata^aaa lleo 

aaaagggcgg ccgctcaaga gtat 

1884 

<210> 1941 

<211> 2731 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> mlsc feature 
<222> (42) 

<223> n equals a,t,g, or c 
<220> 

<221> misc feature 
<222> (50) 

<223> n equals a,t,g, or c 
<220> 

<221> misc feature 
<222> (1629) 

<223> n equals a,t,g, or c 



<400> 1941 

aaggcgtctg gagtttaatg ttacttggtg 
atgagctcag ctccccagtg gtggtgttca 
cggtgtttaa agccgtccca gtgcccaaca 
actcgtgtga cgcgctgaat cgctggctgg 
gcggcctcac agtcatggat ctggaagctg 
tgaccgcagc agttttagga actcggggag 
aaagcaaact gccagtgctg tgctgtacgc 
tggaagcaac agcaggtctc ctatatgttg 
tcaggtatga acatgctaat gatgataaga 



atatgagact tncattcttn caggtggaag 60 
gatttttcca ggaattacca ggctcagatc 120 
tgacaccttc aggagtcggc cgggagaggc 180 
gagaacagct gaagcagctg gtgcctgcaa 240 
agggcacgtg tttgcggttc agccctttga 300 
aggatgtgga tcagctcgta gcctgcatag 360 
tccagttgcg tgaagagttc aagcaggaag 420 
atgaccctaa ctggtctgga ataggggttg 480 
gcagtttgaa atcagatccc gaaggggaaa 540 
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310 315 320 



Asp Trp lie Pro Val Pro Glu Leu Arg Thr Asn Arg Cys Asn Ala Gly 
325 330 335 

Val Cys Ala Leu Asn Gly Lys Leu Tyr lie Val Gly Gly Ser Asp Pro 
340 345 350 

Tyr Gly Gin Lys Gly Leu Lys Asn Cys Asp val Phe Asp Pro val Thr 
355 360 365 

Lys Leu Trp Thr Ser Cys Ala Pro Leu Asn He Arg Arg His Gin Ser 
370 375 380 

Ala Val Cys Glu Leu Gly Gly Tyr Leu Tyr He He Gly Gly Ala Glu 
385 390 395 400 

Ser Trp Asn Cys Leu Asn Thr Val Glu Arg Tyr Asn Pro Glu Asn Asn 
405 410 415 

Thr Trp Thr Leu He Ala Pro Met Asn Val Ala Arg Arg Gly Ala Gly 
420 425 430 

Val Ala Val Leu Asn Gly Lys Leu Phe Val Cys Gly Gly Phe Asp Gly 
435 440 445 

Ser His Ala He Ser Cys Val Glu Met Tyr Asp Pro Thr Arg Asn Glu 
450 455 460 



Trp Lys Met Met Gly Asn Met 
465 



Thr Ser Pro Arg Ser Asn Ala Gly He 
470 475 480 



Ala Thr Val Gly Asn Thr He Tyr Ala Val Gly Gly Phe Asp Gly Asn 
485 490 ' 495 

Glu Phe Leu Asn Thr Val Glu Val Tyr Asn Leu Glu Ser Asn Glu Trp 
500 505 510 

Ser Pro Tyr Thr Lys He Phe Gin Phe 
515 520 



<210> 6218 
<2H> 425 
<212> PRT 

<213> Homo sapiens 
<220> 

<221> SITE 
<222> <14) 
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<223> Xaa equals any of the naturally occurring L-amino acids 
<220> 

<221> SITE 

<222> (16) . . . 

<223> Xaa equals any of the naturally occurring L-anu.no acids 

<400> 6218 . 
Gly Val Trp Ser Leu Met Leu Leu Gly Asp Met Arg Leu Xaa Phe xaa 
! 5 10 15 

Gin Val Glu Asp Glu Leu Ser Ser Pro Val Val Val Phe Arg Phe Phe 
20 25 30 



Gin Glu Leu Pro Gly Ser Asp 



Pro Val Phe Lys Ala Val Pro Val Pro 



3S 40 45 



Asn Met Thr Pro Ser Gly Val Gly Arg Glu Arg His Ser Cys Asp Ala 
50 



55 60 



Leu Asn Arg Trp Leu Gly Glu Gin Leu Lys Gin Leu Val Pro Ala Ser 
65 



70 75 80 



Gly Leu Thr Val Met Asp Leu Glu Ala Glu Gly Thr Cys. Leu Arg Phe 
85 90 95 

Ser Pro Leu Met Thr Ala Ala Val Leu Gly Thr Arg Gly Glu Asp Val 
100 1° 5 110 



Asp Gin Leu Val Ala Cys 



lie Glu Ser Lys Leu Pro Val Leu Cys Cys 



115 120 125 

Thr Leu Gin Leu Arg Glu Glu Phe Lys Gin Glu Val Glu Ala Thr Ala 
130 "5 140' 



Gly Leu Leu Tyr Val Asp Asp Pro 
145 



Asn Trp Ser Gly He Gly Val Val 
150 155 160 



Arg Tyr Glu His Ala Asn Asp Asp Lys Ser Ser Leu Lys Ser Asp Pro 
165 170 175 

Glu Gly Glu Asn He His Ala Gly Leu Leu Lys Lys Leu Asn Glu Leu 
180 185 190 

Glu Ser Asp Leu Thr Phe Lys He Gly Pro Glu Tyr Lys Ser Met Lys 
195 200 205 

ser cys Leu Tyr Val Gly Met Ala ser Asp Asn Val Asp Ala Ala Glu 
210 215 220 

Leu Val Glu Thr He Ala Ala Thr Ala Arg Glu He Glu Glu Asn Ser 
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225 230 235 240 

Arg Leu Leu Glu Asn Met Thr Glu Val Val Arg Lys Gly He Gin Glu 
245 250 255 

Ala Gin Val Glu Leu Gin Lys Ala Ser Glu Glu Arg Leu Leu Glu Glu 
260 265 270 

Gly Val Leu Arg Gin lie Pro Val Val Gly Ser val Leu Asn Trp Phe 
275 280 285 

Ser Pro Val Gin Ala Leu Gin Lys Gly Arg Thr Phe Asn Leu Thr Ala 
290 295 300 

Gly Ser Leu Glu Ser Thr Glu Pro He Tyr Val Tyr Lys Ala Gin Gly 
305 310 315 320 

Ala Gly Val Thr Leu Pro Pro Thr Pro Ser Gly Ser Arg Thr Lys Gin 
325 330 335 

Arg Leu Pro Gly Gin Lys Pro Phe Lys Arg Ser Leu Arg Gly Ser Asp 
340 345 350 

Ala Leu Ser Glu Thr Ser Ser Val Ser His lie Glu Asp Leu Glu Lys 
355 360 365 

Val Glu Arg Leu Ser Ser Gly Pro Glu Gin He Thr Leu Glu Ala Ser 
370 375 380 

Ser Thr Glu Gly His Pro Gly Ala Pro Ser Pro Gin His Thr Asp Gin 
385 390 395 400 

Thr Glu Ala Phe Gin Lys Gly Val Pro His Pro Glu Asp Asp His Ser 
405 410 ' 415 

Gin Val Glu Gly Pro Glu Ser Leu Arg 
420 425 



<210> 6219 

<211> 130 

<212> PRT 

<213> Homo sapiens 

*22 0> 

<221> SITE 
<222> (22) 

<223> Xaa equals any of the naturally occurring L-amino acids 



<220> 



